Materials and Methods
Male Wistar rats were maintained under a 12-h light, 12-h dark cycle, and standard chow and tap water were available ad libitum. Hypophysectomy was carried out via the parapharyngeal route under ether anesthesia at 8 weeks of age, and then maintained throughout the experiments under the same condition as described above. For the hormone response study, hypophysectomized rats were administered the following hormones either singly or in combination: TP, T3 (both purchased from Sigma Chemical Co.), and human GH(Nikken Chemical Co.) were injected subcutaneously for 14 days, beginning 4 weeks after the operation. TP (10 mg/kg) dissolved in sesame oil was injected every other day; and T3 (0.15 mg/kg) in saline containing 5 mM NaOH, daily. Human GH (1 IU/kg) dissolved in saline was given twice a day at 08. 00 and 20.00 h.
At the end of the treatments (14 weeks of injection of each of the three hormones. The ratio of the recovery was higher for TP than for T3 or GH. Moreover, the combined administration of TP with T3 or GH, or with both had additive effects on the increase in submandibular gland EGF in hypophysectomized rats. We previously reported an androgen-dependent sex difference in EGF content in rat submandibular gland11). However, the sex difference in EGF observed in rats was far less than that reported in mouse submandibular gland, and EGF in female rats also increased with advancing age. These findings led us to speculate that multihormonal regulation is involved in the synthesis of rat submandibular gland EGF. In this study, we have found that not only androgen, but also T3 and GH increase the weight of rat submandibular gland and for the induction of EGF in this gland. This finding suggests that the submandibular gland. of rats is a receptor-possessing target organ of T3 and GH as well as of androgen. It is unlikely that the increase in EGF content in the hormone-treated hypophysectomized rats is simply a consequence of the increase in the weight of submandibular gland , because the ratio of increase in EGF was higher than that in the weight of the gland . In this study, however, the restoration of EGF by the three hormones and any combination, of them was only partial, although the amounts of the hormones used were sufficient 
